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1. Overview 

aai„...2:.«pe™.n..*U.„Uc«ic..C««.U6.n.»^20.21.av.,«n 

requested. 

n Claim Rejections - 35 U.S.C. § 112 

Ctai«»l-5.ndl3.21,»n<lr.ie«edu™ter35U.S.C.5U2.fir«pa«raph,bec»se*c 
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and insects. 
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,„.^.*....>o..»o,,H.c.a^i.ve..on.THe..«e,App«can.«,ues,.M*e 
„^onuntos«Uon U2..ewi<hdr.wnand,«<>aside»d. 
IIL ClaimKeJedlom-35U&C5l02 
A. Maktao et al 

. ■ is U S C S 102(b) m being anticipated by 

aaims 1, 13, 16, and 17 souul rejected under 35 U.S.C. 5 l V ) 

Ma«noetal.(Enr:Pbam.,7«5,.167,19«).-n«B.-ninera-teatba.Ma>dnoe.a....c.a 

^od..insap— ratn^lto^reentbce^^o^adr^.— --a^- 
.^.batp.«c,.n,p-aw..ind«edinp,.^.ratsb,.*»ini.,ra.ionot.beNO.....ae 

««.or.N-ni.«.L,a,^nin— y«-CL,NAME,,wWc.ine«.«.b.aal„«oHcblcod 

A ,™„„»nB.ttaB. TheBia«inerstatespiegnantratestnceiv.ng^ 

pressure in pregnant 

^^aiso.o^ed.Mgherfetaln^.y*™."-''-*'^'''-"^'--''"-'"^ 
.^consia«ng»f.,P««nsion,.n.ra„.eHnag.w.H,.a«cdon.p.«einu..^ 

gtom.nJuai.Mury." EurJPharm. "page 164. paragraph 3. 

TheExa»inera.a,es.h..wMleM*.noet.idoe.no..each.h.BmSn«>»a.,*.r.t 

^, ^ preeclampsia taught by Ma«no et a, exhibited hypenension, p— a. renal 

g,„«n.,u3iniury.end<«he>ialdysfuncdon.andahigher,eta:n,»aB.,rate.indica^ 

„.n„de,has,be.a«cde«„inscKa.acteri.UcsastHec..in«dBPH,5n>ou.eo,.beins.ant 

.pp,icationandci.es««ins.an.Speci«cad»n.«pa-'.'^"-^««"*^''-"-^"-"- 
.beEx«inersta.esthattl„«fore,.heteac«ng,o,^^noetalencoo,p.s.es.hcU,nit«icnso, 

,ec,ain.such*a.theartanU.patestheinvendono,c,.n,l..PP«eants.espect^.,™verse 
this rejection. 
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To anticipate, the prior roust contain each and every limitation in the claim. Makino et al 
does not teach the phenotype of a BPH/S mouse as described in the Specification. While 
Examiner refers to the passage at page 5. lines 15-20 in the Specification. Examiner glosses over 
lines 17-20 which teach that "BPH/5 mice also exhibited reduced fetal weights and smaller liter 
sizes due to fetal demise in mid and late gestation suggesting a post-implantation phenomenon. 
Longitudinal ultrasound studies during pregnancy in these mice documented fetal demise prior to 
the onset of hypertension and proteinuria." At page 20, lines 5-13 in the Specification. 
Applicants teach that "Preeclampsia is associated with perinatal moittdity and mortality and 
increased risk of poor fetal growth. . . .Thus, litter sites, neonatal weights, and fetus numbers were 
examined at different stages of pregnancy. BPH/5 mothers delivered significantiy smaller liters 
of live pups compared to. . .[the contix)!] (Figure 4A). and of those BPH/5 pups bom, the average 
body weight was significantly less than that of ... [the control) (Figure 4B)." 

In contrast. Makino teaches that L-NAME induced preeclampsia did not significantly 
affect the weights of the pups. Makino el al. Eur J Pharm, at page 163. right col, l" paragraph. 
Makino et al is also silent as to the liter size obtained from I^NAME induced preeclampsia rats. 
Makino et al does not teach each and every limitation in the claims. Therefore, Applicants 
request that the rejection to claims 1, 13 and 16-17 under 35 U.S.C. §102(b) be withdrawn and 
reconsidered. 

B. Takintoto et al 

Claims 1-5 and 13-21 are rejected under 35 U.S.C. § 102(b) as being anticipated by 
Takimoto et al (Science 274(5289): 995-998, 1996). The Examiner states that Takimoto et al 
teach a method for screening for compounds useful for preeclampsia comprising transgenic 
female mice carrying the human angiotensJnogen gene bred with transgenic male mice carrying 
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^ Hun^n ^ ^. The U.. fa«H., *e auU.o« »»h of .-d 

,^,hcp.»cc„U»d..s.««- Shown .ori.«n,^^3noya„dco^a«.«f6«bcu.=dfor 

BPH/5 mouse. tf« n,ous. model of p««l»mpsi.>»»»h. b,T*imo«. «MbiBd 
h,pc««,sio«.P»»inuria, «^»..r^g>0"-«- AppMc3n«r.sp«^^^^^ 

TO a.ttdp-o.d» prior must .0,*aine.ch,«.evcrylimiuS0.».*c Claim. T.Mm„u,e. 

a,ioes„o..cacl,*cpheno<ypcot.BPH/3mousc..d«chb.dtad«Sp«ific.don.WhU. 

E«mm««f«a»d«P«..e=«P»S«5.>i-«>15-^'°'*'^f-''''^°"-^'^""^°""°''" 
Unes 17-20 which t««:h "BPH/S mice also «hibi«d »iuced feU. ™ghB a»l »maUer H»r 
Sizes due «> feul demise in mid and la,, gestation suggesUng a pos.-lmpl«.u«icn phenomenon. 
I^gimdin,lul»oundsnK«esdnringp«gn».e,in«,ese™oedoc»men»dfe«ldemisepdoru. 

to onset othypertension and p—a.- A, page 20. lines 5-13 in the Specifioation. 
Applic«..s teach d»t "P^ecUmpsia is associated with perinatal m^Wdity and molality and 
tacteasedrisuof poor f^gn.w.h,...Tl.n..M..er«ze.,neon«.l weights. «.df^n«mb«.we„ 
„amined«difteren. sugea Of p.egn«.cy.BPH/5 mod,™ delivered si^fflcantlysmanerUt.,. 
„,Uvep„p.compa.«.«....lthecon.rol](F,gn.e4A).andof.hoseBPH/5pupsbom..he average 

body weight was stgnificanUy less than fl,., of ... [the contwll (Hgure 4B)." 

TaWmoto « al are silent aa .« weight ml si« of the liter ob.«ned from its pre«:hmpsU 
.^.genic mouse model. T^e^fo.e.T.ldmotoetal doe.no. tcacheaehandeverylimit^ion in 

the claims. The^fore. AppUcants re,ues, that the reJecUon to claims 1-5 and 13-21 under 35 
U.S.C. §102(b) be withdrawn and reconsidered. 
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IV. Conclusion 

No fees or extensions of time arc believed to be due in connection with this amendment; 
however, consider this a request for any extension inadvertently oniitted. and charge any 
additional fees to Deposit Account No. 26-0084. 

Reconsideration and allowance is respectfully requested. 

Respectfully submitted, 

}anA& E. LEHMAN BELL, Ph.D., 
Reg. No. 37,719 

McKEE. VOORHEES & SEASE, P.L.C. 
801 Grand Avenue, Suite 3200 
Des Moines, Iowa 50309-2721 
Phone No: (515)288-3667 
Fax No: (515)288-1338 
CUSTOMER NO: 27407 
" " Attorneys of Record 
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